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1. 5 % A& (Papillary Carcinoma)

v

iR 2R

Papillary carcinoma
or

Atypia of
undetermined
significance (AUS)!
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- Thyroid and neck ultrasound

(including central and lateral
compartments), if not
previously done

- CT/MRI for fixed,bulky, or

substernal lesions

- Chest X-ray

- Consider evaluation of vocal

cord mobility

\

S i

Indications for total thyroidectomy?
(any present)

- Known distant metastases

- Bilateral nodularity

- Extrathyroidal extension

- Tumor >4 cm in diameter

- Lateral cervical lymph node
metastases or gross central neck
lymph node metastases

-Poorly differentiated
- Consider for radiation history

Clinical Guideline 2024 version 7.0

Indications for total thyroidectomy?
or lobectomy,

If all present:

"‘No prior radiation

‘No distant metastases

"‘No cervical lymph node metastases
‘No extrathyroidal extension
“Tumor <4cm in diameter

A\ 4

- Total thyroidectomy

- Perform therapeutic neck
dissection of involved
compartments for clinical
apparent/biopsy-proven disease

- Suppress TSH with levothyroxine

A 4

1.Total thyroidectomy +TSH
suppression with levothyroxine or

Lobectomy + isthmusectomy

2.RFA if tumor < 1cm and patients
refuse OP

LAUS with high clinical suspicion of malignancy may consider lobectomy or total thyroidectomy for definitive diagnosis/treatment
2For those who underwent total thyroidectomy, lesion site lobectomy with frozen section might be considered

3
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Papillary
carcinoma found
post-lobectomy

i & 5% £ KL

A 4

- Thyroid and neck ultrasound

(including central and lateral
compartments), if not
previously done

- Biopsy suspicious lymph nodes

or contralateral lesions

- Chest X-ray
-Neck CT/MRI(optional)

Any of the following:

*Tumor >4 cm

- Positive resection margins

- Gross extra-thyroidal extension
- Macroscopic multifocal disease
- Confirmed nodal metastasis

- Confirmed contralateral disease
-Vascular invasion

-Poorly differentiated

Clinical Guideline 2024 version 7.0

L R iTH g “T i kR 5 54 % & (Papillary carcinoma found post-lobectomy)

- Completion thyroidectomy

- Tumor 1-4cm in diameter
or
- Lymphovascular invasion

All of the following:

- Negative resection margins
-No contralateral lesion

- Tumor<1 cm in diameter
-No suspicious lymph node

- Suppress TSH with levothyroxine

- Completion thyroidectomy

- Suppress TSH with levothyroxine

*%ega:? P SARFEWE B EE AR
ECL

Observe Consider
levothyroxine
therapy to keep
TSH low or
normal

Observe >

A 4
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Follicular neoplasm

or
Follicular lesion of
undetermined
significance
(FLUS)
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A 4

- Thyroid and neck ultrasound

(including central and
lateral compartments), if not
previously done

- CT/MRI for fixed,bulky, or

substernal lesions

- Chest X-ray
- Consider evaluation of vocal

cord mobility

Total thyroidectomy if invasive
cancer, metastatic cancer, or
patient preference

Perform therapeutic neck
dissection of involved
compartments for clinically

apparent/biopsy-proven disease

Lobectomy/isthmusectomy

Clinical Guideline 2024 version 7.0

Invasive
cancer(extensive
vascular invasion)

v

Minimally
invasive cancer

Completion thyroidectomy

Benign

Completion thyroidectomy

Or

Observation
XFEFT RD R EF MR
kR B

Papillary
carcinoma

A 4

Observe

A 4

See papillary carcinoma (p.4)
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No gross
residual disease
in neck
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Resectable

Gross residual
disease in neck

A 4

Resect, if
possible

v

No gross
residual disease

Gross residual disease

- Consider total body radioiodine imaging before
initiation of RAI therapy
- See initial Postoperative RAI therapy(p.12)

A 4

Unresectabl

- Total body radioiodine

imaging

—>

Adequate RAI
uptake

A 4

Suspected or
proven
inadequate RAI
uptake

Y

- Total body radioiodine

imaging

-Radioiodine treatment

- Post-treatment 131

imaging

- Consider

(EBRT/IMRT)

A 4

Suppress
TSH with

levothyroxine

Observe or consider
External-beam
radiation
therapy(EBRT/IMRT)
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I ~ 2015 ATA risk stratification system with Proposed Modifications

Low risk

Papillary thyroid cancer(with all of the following):

-No local or distant metastases; BRAF (Fh % 7% 2502011 ,p % 3600 =) :
- All macroscopic tumor has been resected ¥ d Cytology  Pathology & ¥ ¥ =

-No tumor invasion of loco-regional tissues or structures

- The tumor does not have aggressive histology(e.g., tall cell,hobnail variant,columnar cell carcinoma)

-1f 1311 is given, there are no RAI-avid metastatic foci outside the thyroid bed on the first posttreatment whole-body RAI scan

-No vascular invasion

-Clinical NO or =5 pathologic N1 micrometastases(<0.2cm in largest dimension)?

- Intrathyroidal, encapsulated follicular variant of papillary thyroid cancer?

- Intrathyroidal,well differentiated follicular thyroid cancer with capsular invasion and no or minimal (<4 foci)vascular
invasion?

- Intrathyroidal,papillary microcarcinoma,unifocal or multifocal, including BRAFY*®Emutated(if known)?

Intermediate risk

-Microscopic invasion of tumor into the perithyroidal soft tissues

-RAl-avid metastatic foci in the neck on the first posttreatment whole-body RAI scan

- Aggressive histology(e.g.,tall cell,hobnail variant,columnar cell carcinoma)

- Papillary thyroid cancer with vascular invasion

-Clinical N1 or >5 pathologic N1 with all involved lymph nodes <3cm in largest dimension?
- Multifocal papillary microcarcinoma with ETE and BRAFV®Emutated(if known)?

High risk

- Macroscopic invasion of tumor into the perithyroidal soft tissues(gross ETE)
- Incomplete tumor resection

- Distant metastases & proposed modifications, not present in the
- Postoperative serum thyroglobulin suggestive of distant metastases original 2009 initial risk stratification system

- Pathologic N1 with any metastatic lymph node 3cm in largest dimension?
-Follicular thyroid cancer with extensive vascular invasion(>4 foci of vascular invasion)?
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All macroscopic tumor has been resected
No tumor invasion of loco-regional tissues or structures
No aggressive histology(e.g., tall cell,hobnail variant, columnar cell)
No vascular invasion
Papillary microcarcinoma, unifocal or multifocal, BRAFV6001E mutated
Follicular cancer | A £
Intra-thyroidal, encapsulated follicular variant or capsular invasion but
no/minimal (<4 foci)vascular invasion
N # = %2 Clinical NO or <5 N1 micro-metastases(<0.2 cm)
M ## No local or distant metastases
e 16w fw | No RAI-avid metastatic foci outside the thyroid bed
RS ;};«7 I 3R 4, Microscopic invasion of tumor into the peri-thyroidal soft tissues
Aggressive histology
Papillary thyroid cancer with vascular invasion < A £
Multifocal papillary microcarcinoma with ETE and BRAFV600E mutated A -131 5 5
N # = & Clinical N1 or >5 pathologic N1 with all involved lymph nodes <3cm P
e s F | RAl-avid metastatic foci in the neck
PRy RpRFL M- g
Macroscopic invasion of tumor into the perithyroidal soft tissues(gross ETE)
Incomplete tumor resection e
Follicular cancer with >4 foci of vascular invasion T
N # = 2 Pathologic N1 with metastatic lymph node >3cm in largest dimension i #-131 ]?7 >
M i # Distant metastases
Postoperative serum thyroglobulin suggestive of distant metastases
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| A £ |
f® % : 30mCi for ablation .
|
*a-131 ®E I
e iv % T % 1 80 mCi,100 mCi,120 mCi,150 mCi,200 mCi |
=~ &£ * & & >70 #£3% 100-150 mCi .
*Rp A > EERAE S - gk I
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CSMUH Post-operation follow-up protocol

Operation
l l l
PFETR G
l
Week 3 Low risk High risk
* % = TSH, Ca, iPTH, Thyroglobulin,
ThyroglobulinAb l l
* B TC99
! AL -131 3 A 2-131
Week 5 (30mci) =
* %f}ﬁ.@,
* g 1-131 ¢

Week6
1-131 30-150 mCi

bR AR iR

Pre-op FDG PET uptake (+)

10
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Excellent response

Biochemical
incomplete
113! 100-200mci
If stimulated Tg>10,7: # 45 - & + i #-
Structural
incomplete

11
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= TSH <0.1 & p
@A 2R R v ) : - .
HI2H” B 0.1-05if « 5 g i If # = % >0.8-1cm + #-131

(RFA if patients refuse to OP)

o

TSH <0.1
0.1-05if < % ¥

+ i

( RFAif patients refuse to OP)

4+ @130

TSH <0.1
0.1-05if « % g

|+

S
If £ 4 ¥ g #

+

#.-131°

100-200 mCi

Steroid +
Before 113t

100-200mCi +

100-200mCi
Q6-12m

ehtin R
If % e #5
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12

131 e F R et A

%3P




T®¥ Chung Shan Medical University Hospital
v
1~ #-13LIn Rk R Acin R ik

O R R 4y 3|

Clinical Guideline 2024 version 7.0

T

SRR

1Lopd Yo St

2. A 2 R A ST b chi

4. }]% R R ERFS LY ek AN /}3:, E= AT

ORI FrFl iR

dos A R R
Fith i 12 7 P K T 40 <20%

o BWEA e R

£ B xstin o 2 RFA

& i+ % 3~ (ex:Nexava ~ Lenvima)

JEA > PR B E (<6 ) 3}?5‘1’}_

. BHpL ™ 2 denasumab

KX

** ok ’}P‘ﬁﬁﬁ%f’ &£ & m)% AV i H H;I,gs;i—{% Fralio &

13

Bl




¥EF  Chung Shan Medical University Hospital ki ;lkﬂﬁuﬁ,»;/;&:fﬂ 31 Clinical Guideline 2024 version 7.0
\ 4
o BRI R

Differentiated, Medullary, or Poorly Differentiated (non-anaplastic)
Thyroid Cancer
» Adjuvant RT for high-risk disease (after R1 resection)
» Microscopic disease (thyroid bed, involved resected lymph node regions): 60—66 Gy in 1.8-2 Gy per fraction
» Elective nodal regions: 50-56 Gy in 1.6—2 Gy per fraction
» Salvage RT after R2 resection or inoperable patients
» Gross disease: 66—70 Gy in 1.8-2 Gy per fraction
» Microscopic disease (thyroid bed, involved resected lymph node regions): 60—66 Gy in 1.8-2 Gy per fraction
» Elective nodal regions: 50-56 Gy in 1.6—2 Gy per fraction
* Palliative RT of metastases
> Bony or soft-tissue metastases22
W For patients with oligometastatic disease and good performance status consider higher doses (45-60 Gy) in 1.8—-2 Gy daily
fractions, or SBRT following principles for treatment of oligometastases
M For patients with widely metastatic disease and/or poor performance status limiting life expectancy, consider 8 Gy in 1 fraction; 20
Gy in 5 daily fractions; 30 Gy in 10 daily fractions
» CNS metastases
W <4 metastases — consider stereotactic radiosurgery (SRS) either following surgical resection or as monotherapy
B Multiple metastases:
@ Consider enrollment on clinical trial for SRS versus whole brain radiation therapy (WBRT) (with or without hippocampal
avoidance)
€ WBRT - 30 Gy in 10 daily fractions; consider 45 Gy in 1.8 Gy daily fractions for good performance status.
Anaplastic Thyroid Cancer
* Adjuvant RT after RO or R1 resection14,25-27
> Microscopic disease/high-risk regions: 60—66 Gy in 1.2 Gy twice daily fractions or 1.8-2 Gy daily fractions
> Elective nodal regions can be treated with SIB: 45-54 Gy in 0.8-1.0 Gy twice-daily fractions or 1.6—1.8 Gy once-daily fraction
> Chemoradiation may be considered on an individual basis.
» Salvage RT after R2 resection or inoperable patients
» Gross disease: 66—70 Gy in 1.2 Gy twice-daily fractions or 1.8-2 Gy daily fractions
» Microscopic disease/high-risk regions: 60—-66 Gy in 1.2 Gy twice daily fractions or 1.8—-2 Gy daily fractions
» Elective nodal regions can be treated with SIB: 45-54 Gy in 0.8-1.0 Gy twice-daily fractions or 1.6—1.8 Gy once-daily fraction
» Chemoradiation may be considered on an individual basis.13
« Palliative neck RT : 20 Gy in 5 daily fractions, 30 Gy in 10 daily fractions, 45 Gy in 15 daily fractions
« Palliative RT of metastases
» Bony or soft tissue metastases : 8 Gy in 1 fraction; 20 Gy in 5 daily fractions; 30 Gy in 10 daily fractions

» CNS metastases : Whole brain radiation — 30 Gy in 10 daily fractions
14
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HE¥e ;5% A (Kinase Inhibitor Therapy)

Regimen Agents/Dosages Frequency
Dabrafenib/trametinib 3 z]adbrafenib 150 mg PO Twice daily
(BRAF V600E mutation positive) Trametinib 2 mg PO Once daily
Larotrectinib (NTRK gene fusion positive) 100 mg PO Twice daily
Entrectinib (NTRK gene fusion positive) 600 mg PO Once daily
Selpercatinib (RET fusion positive) 120 mg PO (< 50 kg) or 160 mg PO (> 50 kg) | Twice daily
Sorafenib (Nexavar)? 400mg Oral Twice daily

Lenvatinib(Lenvima)? 24mg/ Oral Daily
Vandetanib(Caprelsa)® Max 300mg/ Oral Daily
Pralsetinib (RET fusion positive) 400mg PO Once daily

ffes x,ﬁfﬁdgac

a. * AT ERM A LR & A2 B FRaLHp B A8 14 chik {7 14 (progressive) & it A

j# 5 (RAI-R DTC) :

MFEFEnFapapgrRr » F0 F2 FAN3IBY 2 EFFFREPGTHE F 3BT 26— = o

(2)Sorafenib £ lenvatinib ¥ & - & * > 7

b. i&t”%?ﬁ‘izﬁj@ﬁ R BE e
(1)%’5‘_1—’3"’%51‘%‘11191 *
@QIRABRETLEZLL 2
(3)’/5‘ 2 f’»’y"ﬁ"]__ % 300 =

1935 # o (109/1/1)

P*ﬁ%ﬂ"#ﬁﬁﬁﬁ
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v #8755 k™ (Chemotherapy Regimen)Systemic Therapy Regimens for Metastatic Disease
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Regimen Agents/Dosages Frequency
Paclitaxel 60-80 mg/m? IV Weekly
Paclitaxel 135-150 mg/m? IV Every 3-4 weeks
Doxorubicin 20mg/m? IV Weekly
(I;rpirubicin/Pharmarubicin 30mg/m? 1V Weekly
Doxorubicin 60-75 mg/m? IV Every 3 weeks
or

Epirubicin/Pharmarubicin

90-110 mg/m? IV

Every 3 weeks

Paclitaxel/carboplatin

Paclitaxel 60—80 mg/m2 , carboplatin AUC 2 IV
or
Paclitaxel 135-150 mg/m? , carboplatin AUC 5-6 IV

Weekly

Every 3-4 Weeks

Docetaxel/doxorubicin

Docetaxel 60 mg/m? 1V, doxorubicin 60mg/m? IV or Epirubicin 90mg/m? (with
pegfilgrastim)

or
Docetaxel 20 mg/m? 1V, doxorubicin 20mg/m? IV or Epirubicin 30mg/m? IV

Every 3-4 weeks

Weekly

% B oK ™ (Immunotherapy )

Regimen Agents/Dosages Frequency

Pembrolizumab 200mg 1V Every 3 weeks
or

(TMB-H [210 mut/Mb]) 400mg IV Every 6 weeks

16
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Adjuvant/Radiosensitizing Chemotherapy Regimens - Anaplastic Carcinoma
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Regimen Agents/Dosages Frequency
Weekly
Paclitaxel/carboplatin Paclitaxel 50 mg/m2 , carboplatin AUC 2 IV
Docetaxel 60 mg/m? IV, doxorubicin 60mg/m? IV or Epirubicin 90mg/m? Every 3-4 weeks
Docetaxel/doxorubicin
Docetaxel 20 mg/m? IV, doxorubicin 20mg/m? IV or Epirubicin 30 mg/m? IV | Weekly
Weekly
Paclitaxel 30-60 mg/m2 IV
Weekly
Cisplatin 30-35mg/m2 1V
Doxorubicin 20mg/m2 IV Weekly
or or
Epirubicin/Pharmarubicin 30mg/m2 1V Weekly
Doxorubicin 60mg/m2 IV Every 3 weeks
or or
Epirubicin/Pharmarubicin 90mg/m2 IV Every 3 weeks

17
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-+ = ~ AJCC 8 edition
Differentiated and anaplastic thyroid carcinoma TNM staging AJCC UICC 2017

Primary tumor (T)

Papillary, follicular, poorly differentiated, Hurthle cell and

Clinical Guideline 2024 version 7.0

Regional lymph nodes (N)

anaplastic thyroid carcinoma N category N criteria
T category | T criteria NX Regional lymph nodes cannot be assessed
1D Primary tumor cannot be assessed NO No evidence of locoregional lymph node metastasis
10 No evidence of primary tumor NOa One or more cytologically or histologically confirmed
T1 Tumor <2 cm in greatest dimension limited to the thyroid benign lymph nodes
Tla Tumor <1 cm in greatest dimension limited to the thyroid NOb No radiologic or clinical evidence of locoregional
T1b Tumor >1 cm but <2 cm in greatest dimension limited to lymph node metastasis
the thyroid N1 Metastasis to regional nodes
T2 Tumor >2 cm but <4 cm in greatest dimension limited to Nla Metastasis to level VI or VII (pretracheal, paratracheal,
the thyroid or prelaryngeal/Delphian, or upper mediastinal) lymph
T3 Tumor >4 cm limited to the thyroid, or gross nodes. This can be unilateral or bilateral disease.
extrathyroidal extension invading only strap muscles N1b Metastasis to unilateral, bilateral, or contralateral lateral
T3a Tumor >4 cm limited to the thyroid neck lymph nodes (levels I, 11, 111, 1V, or V) or
T3b Gross extrathyroidal extension invading only strap retropharyngeal lymph node
muscles (sternohyoid, sternothyroid, thyrohyoid, or
omohyoid muscles) from a tumor of any size
T4 Includes gross extrathyroidal extension Distant metastasis (M)
T4a Gross extrathyroidal extension invading subcutaneous soft
tissues, larynx, trachea, esophagus, or recurrent laryngeal M category M criteria
nerve from a tumor of any size MO No distant metastasis
T4b Gross extrathyroidal extension invading prevertebral
fascia or encasing the carotid artery or mediastinal vessels M1 Distant metastasis

from a tumor of any size

NOTE: All categories may be subdivided: (s) solitary tumor and (m)
multifocal tumor (the largest tumor determines the classification).

18
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AJCC8 *Age at diagnosis for staging increased from 45 to 55

Differentiated thyroid cancer
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When age at diagnosis... | And T is.... And N is.... And M is.... Then the stage group is...

<55 yrs Any T Any N MO |
Any T Any N M1 ]

= 55yrs T1 NO/NX MO |
T1 N1 MO I
T2 NO/NX MO |
T2 N1 MO I
T3a/T3b Any N MO I
T4a Any N MO 11
T4b Any N MO IVA
Any T Any N M1 IVB

19
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